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AB Disclosed is a lyophilized rapidly disintegrating solid dosage form, one 

embodiment of which comprises a thrombin receptor antagonist, such as compd. A 
(I), or a pharmaceutically acceptable salt or hydrate thereof, a polymer such 
as gelatin, and a matrix forming agent such as mannitol. Systems for 
effectively buffering the pre-lyophilized suspension are taught, along with 
methods of treating patients at risk for acute coronary syndrome by 
administering such a rapidly disintegrating solid dosage form. Thus, a 
lyophilized formulation comprised (in wt% prior to lyophilization) : compd. A 
bisulfate 8, gelatin 3.5, mannitol 3, flavor (spearmint or peppermint) 0.5, 
aspartame 0.5, 10% NaOH 4, purified water q.s. to 100 mL . 
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AB Capsule formulations of a thrombin receptor antagonist for oral administration 
in treatment of vascular disorders are disclosed. In some embodiments, the 
thrombin receptor antagonist is compd. of formula (I), or a pharmaceutically 
acceptable isomer, salt, or solvate thereof. The formulations include at 
least one excipient, such as a diluent, disintegrant and/or lubricant. Also 
disclosed are methods of treating acute coronary syndrome and peripheral 
arterial disease, and of effecting secondary prevention, by orally 
administering such capsule formulations. Thus, a capsule formulation contained 
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compd. I 0.25 mg, raicrocryst. cellulose PH101 140.75 mg, crospovidone 7 
magnesium stearate 1.5 mg. 
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Immediate-release formulations for oral administration of a thrombin receptor 
antagonist in treatment of vascular disorders are provided. Certain 
formulations of higher active pharmaceutical ingredient (API) loading 
demonstrate sufficient moisture uptake after storage at stressed conditions to 
retard dissoln. The formulations of the present invention incorporate either 
lower API loading or elevated disintegrant-to-API ratios, found necessary to 
achieve disintegration rates reguired for immediate-release performance. 
Thus, a tablet formulation contained compd. I bisulfate 40 mg, lactose 
monohydrate 383 mg, microcryst. cellulose 120 mg, croscarmellose sodium 36 mg, 
Povidone 18 mg, and magnesium stearate 3 mg. 
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PRIORITY APPLN. INFO.: 



AB Disclosed herein are pharmaceutical combinations comprising at least one 
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AB A process for producing fluorinated cyclic benzamidine derivs. (I), (II) or 

salt thereof, characterized by comprising the step of reacting compd. (Ill) [X 
= leaving group] with ammonia or an imide; a process for producing a 
morpholine-substituted phenacyl deriv. (IV) or salt thereof, characterized by 
comprising reacting a specific compd. with morpholine, reacting the reaction 
product with a halogenating reagent, and subjecting the resultant reaction 
product to a reaction for ketal elimination; a process for producing a cyclic 
benzamidine deriv. (V) or salt thereof, characterized by coupling the compd. 
I, II or salt with the compd. IV or salt in the presence of an ether or 
hydrocarbon; and a method of recrystg. the cyclic benzamidine deriv. V or 
salt, characterized by dissolving the compd. V or salt in a mixed solvent 
comprising an ale. and water or in a mixed solvent comprising an ether and 
water and adding water to the soln. to ppt . crystals of the compd. V or salt 
was disclosed. For example, to a soln. of compd. IV (550 g) in THF (3 L) was 
added a soln. of compd. I (300 g) in THF (4.5 L) portionwise at 6 . degree. C . 
Addnl. stirring for 18 h followed by crystn. with 50% THF/water (5 L) afforded 
compd. V.cntdot.HBr (622.1 g) . 
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AB Disclosed is a compn. contg. a benzamidine deriv. which is not decompd. even 
under humidified conditions. Also disclosed is a method for stabilizing a 
benzamidine deriv. Decompn. reaction of benzamidine derivs. can be suppressed 
by adding at least one electrolyte selected from the group consisting of 
halide salts of alkali metals or alk. earth metals and perchlorates of alkali 
metals or alk. earth metals to a benzamidine deriv. represented by the general 
formula I (Rl, R2 = H, methoxy, ethoxy; X = H, halogen; Ar = Me, Et, methoxy, 
ethoxy, tert-Bu, morpholinyl, etc), or a pharmacol. acceptable salt thereof. 
For example, tablets were prepd. from 1- (3-tert-butyl-4-methoxy-5-morpholino- 
phenyl) -2- (5, 6-diethoxy-7-f luoro-1- imino-1, 3-dihydro-isoindol-2-yl ) -ethanone 
1, lactose 117, hydroxypropyl cellulose 7.5, hydroxypropyl Me cellulose 4.5, 
NaCl 4.5, cryst . cellulose 15, and magnesium stearate 0.75 g. 
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materials, etc., wherein the method include forming a soln . /dispersion of each 
substance, applying the soln . /dispersion to a container, e.g. a microplate, 
and freeze-dried the container. For example, solns. /water dispersions of D- 
mannitol, lactose, anhyd. calcium phosphate, cryst . cellulose, corn starch, 
hydroxypropyl cellulose, povidone, low-substituted hydroxypropyl cellulose, 
cross-povidone, croscarmellose sodium were prepd., and applied to a 96 well 
microplate with various combinations. The microplate was then freeze-dried to 
obtain a drug compatibility test kit. A soln. of a test substance contg. 1- 
( 3-tert-butyl-4-methoxy-5-morpholinophenyl ) -2- (5, 6-diethoxy-7-f luoro-1- imino- 
1 , 3-dihydro-2H-isoindol-2-yl ) ethanone hydrobromide was applied to each wells 
of the microplate and freeze-dried for further process for HPLC anal. 
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AB A process for producing fluorinated cyclic benzamidine derivs. I, II or salt 
thereof, characterized by comprising the step of reacting compd. Ill [X = 
leaving group] with ammonia or an imide; a process for producing a morpholine- 
substituted phenacyl deriv. IV or salt thereof, characterized by comprising 
reacting a specific compd. with morpholine, reacting the reaction product with 
a halogenating reagent, and subjecting the resultant reaction product to a 
reaction for ketal elimination; a process for producing a cyclic benzamidine 
deriv. V or salt thereof, characterized by coupling the compd. I, II or salt 
with the compd. IV or salt in the presence of an ether or hydrocarbon; and a 
method of recrystg. the cyclic benzamidine deriv. V or salt, characterized by 
dissolving the compd. V or salt in a mixed solvent comprising an ale. and 
water or in a mixed solvent comprising an ether and water and adding water to 
the soln. to ppt . crystals of the compd. V or salt was disclosed. For 
example, to a soln. of compd. IV (550 g) in THF (3 L) was added a soln. of 
compd. I (300 g) in THF (4.5 L) portionwise at 6 . degree. C . Addnl . stirring 
for 18 h followed by crystn. with 50% THF/water (5 L) afforded compd. 
V.cntdot.HBr (622.1 g) . 
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AB 2-Iminopyrrolidine derivs. including 2 , 3-dihydro-lH-isoindole and 6,7-dihydro- 
5H-pyrrolo [ 3 , 4-b] pyridine represented by the general formula (I) or salts 
thereof [wherein B = (un) substituted arom. hydrocarbon or arom. heterocyclic 
ring optionally contg. 1 or 2 N atom(s); R101, R102, R103 = H, cyano, halo, 



each (un) substituted Cl-6 alkyl, C2-8 alkenyl, C2-8 alkynyl, acyl, C02H, 
C0NH2, Cl-6 alkoxycarbonyl , Cl-6 alkylaminocarbonyl , HO, Cl-6 alkoxy, C3-8 
cycloalkyloxy , NH2, Cl-6 alkylamino, C3-8 cycloalkylamino, acylamino, ureido, 
sulf onylamino, sulfonyl, S02NH2, or C3-8 cycloalkyl, etc.; Yl = a single bond, 
(CH2)m, each (un) substituted CH, CH2, NH, CONH, or S02NH, CH2C0, SO, S02, CO 
(wherein m = an integer of 1-3); Y2 = a single bond, 0, N, (CH2)m, each 
(un) substituted CH, CH2, or C(:N0H), CO, SO, S02; Ar = H, (un) substituted Ph] 
are prepd. These compds . are thrombin receptor antagonists, in particular 
thrombin PARI receptor antagonists and are useful as blood platelet 
aggregation inhibitors and proliferation inhibitors of smooth muscle cell, 
endothelial cell, fibroblast, kidney cell, osteosarcoma cell, muscle cell, 
cancer cell, and/or glial cell and for the treatment and/or prevention of 
thrombosis, vascular restenosis, deep vein thrombosis, lung embolism, cerebral 
infarction, heart disease, disseminated intravascular coagulation syndrome, 
hypertension, inflammation, rheumatism, asthma, glomerulonephritis, 
osteoporosis, nerve disease, and/or malignant tumor. Thus, [ 6- [ ( 1-imino-l , 3- 
dihydroisoindol-2-yl ) acetyl ] -2 , 3- dihydrobenz [1,4] oxazin-4-yl ] acetonitrile 
deriv. (II) in vitro showed IC50 of 0.017 .mu.M for inhibiting the binding of 
[3H] Ala- ( 4-f luoro) Phe-Arg- ( cyclohexyl ) Ala-homoArg-Tyr-NH2 to thrombin 
receptor of human blood platelet, that of 0.29 .mu.M for inhibiting the human 
blood platelet aggregation induced by thrombin, and that of 0.0061 .mu.M for 
inhibiting the proliferation of rat smooth cell. 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(prepn. of dihydroisoindole and dihydro-5H-pyrrolo [ 3 , 4-b] pyridine 
derivs. as thrombin receptor antagonists and remedies and/or 
preventives for diseases) 
474543-84-5 CAPLUS 

Ethanone, 2- (5, 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H-isoindol-2-yl ) -1- 
[ 3- ( 1 , 1 -dimethyl ethyl ) -4-ethoxy-5- ( 4-morpholinyl ) phenyl ] -, hydrobromide 
(1:1) (CA INDEX NAME) 



474544-04-2 CAPLUS 

Ethanone, 2- (5, 6-diethoxy-7-f luoro-1, 3-dihydro-l-imino-2H-isoindol-2-yl ) -1- 
[ 3- ( 1 , 1 -dimethyl ethyl ) -4- (methoxymethoxy ) -5- ( 4-morpholinyl ) phenyl ] -, 
hydrobromide (1:1) (CA INDEX NAME) 



t-Bu 




# HBr 



t-Bu 




0— CH2— OMe 



HBr 



RN 474544-11-1 CAPLUS 

CN Ethanone, 2- (5, 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H-isoindol-2-yl ) -1- 
[ 3- ( 1 , 1 -dimethyl ethyl ) -4-hydroxy-5- ( 4-morpholinyl ) phenyl ] -, hydrochloride 
(1:1) (CA INDEX NAME) 



t-Bu 




HC1 



RN 474544-14-4 CAPLUS 

CN Ethanone, 2- (5, 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H-isoindol-2-yl ) -1- 
[ 4-methoxy-3- ( 1-methylethyl ) -5- ( 4-morpholinyl ) phenyl ] -, hydrobromide (1:1) 
(CA INDEX NAME) 



i-Pr 



F NH 




N CH2— C 




HBr 



RN 474544-83-7 CAPLUS 

CN Ethanone, 2- (5, 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H-isoindol-2-yl ) -1- 
[ 3- ( 1 , 1 -dimethyl ethyl ) -4-methoxy-5- ( 4-morpholinyl ) phenyl ] -, hydrochloride 
(1:1) (CA INDEX NAME) 



t-Bu 



F NH 




N CH2— 'i 




HC1 



RN 474550-69-1 CAPLUS 

CN Ethanone, 2- (5, 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H-isoindol-2-yl ) -1- 
[ 3- ( 1 , 1 -dimethyl ethyl ) -4-methoxy-5- ( 4-morpholinyl ) phenyl ] -, hydrobromide 
(1:1) (CA INDEX NAME) 



EtO 
EtO' 
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N CH2— 'i 




HBr 



RN 474550-70-4 CAPLUS 

CN Ethanone, 1- [ 3- ( 1 , 1-dimethylethyl ) -4-methoxy-5- ( 4-morpholinyl ) phenyl ] -2- ( 7- 
f luoro-1, 3-dihydro-l-imino-5 , 6-dimethoxy-2H-isoindol-2-yl ) -, hydrobromide 
(1:1) (CA INDEX NAME) 



t-Bu 




[ CH2— C 




HBr 



RN 474553-86-1 CAPLUS 

CN Ethanone, 2-(7-fluoro-l, 3-dihydro-l-imino-5, 6-dimethoxy-2H-isoindol-2-yl ) ■ 
1- [ 4-methoxy-3- ( 1-methylethyl ) -5- ( 4-morpholinyl ) phenyl ] -, hydrobromide 
(1:1) (CA INDEX NAME) 



i-Pr 



MeO. 



MeO- 




0 



# HBr 



RN 474631-43-1 CAPLUS 

CN Acetic acid, 2- [ 4- [ 2- ( 5 , 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H- 

isoindol-2-yl ) acetyl ] -2- ( 1 , 1-dimethylethyl ) -6- ( 4-morpholinyl ) phenoxy ] -, 
2, 2, 2-trif luoroacetate (1:1) (CA INDEX NAME) 

CM 1 

CRN 474631-42-0 
CMF C3 0 H3 8 F N3 07 



CM 2 

CRN 76-05-1 
CMF C2 H F3 02 

F 

F— h— C02H 



RN 474632-18-3 CAPLUS 

CN Acetic acid, 2- [ 4- [ 2- ( 5 , 6-diethoxy-7-f luoro-1 , 3-dihydro-l-imino-2H- 

isoindol-2-yl ) acetyl ] -2- ( 1 , 1-dimethylethyl ) -6- ( 4-morpholinyl ) phenoxy] -, 
ethyl ester, hydrobromide (1:1) (CA INDEX NAME) 




t-Bu 
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RN 474633-46-0 CAPLUS 

CN Pentanoic acid, 5- [ 2- ( 1 , 1-dimethylethyl ) -4- [ 2- ( 7-f luoro-1 , 3-dihydro-l- 

imino-5 , 6-dimethoxy-2H-isoindol-2-yl ) acetyl ] -6- ( 4-morpholinyl ) phenoxy ] -, 
ethyl ester, hydrobromide (1:1) (CA INDEX NAME) 



F NH 
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0— (CH2) 4 — ii — OEt 
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RN 474639-14-0 CAPLUS 

CN Pentanoic acid, 5- [ 2- ( 1 , 1-dimethylethyl ) -4- [ 2- ( 7-f luoro-1 , 3-dihydro-l- 
imino-5 , 6-dimethoxy-2H-isoindol-2-yl ) acetyl ] -6- ( 4-morpholinyl ) phenoxy] 
hydrobromide (1:1) (CA INDEX NAME) 



NH 



MeO 
MeO' 
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REFERENCE COUNT: 



100 THERE ARE 100 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



Logging off of STN 



=> 

Executing the logoff script. 



=> LOG Y 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 06:57:34 ON 14 JUN 2008 



SINCE FILE 
ENTRY 
80.62 

SINCE FILE 
ENTRY 
-11.20 



TOTAL 
SESSION 
259 . 19 

TOTAL 
SESSION 
-11.20 



